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Madame 

This is in response to an office action mailed on October 29, 2002 and the Amendment 
and Reply mailed on January 24, 2003. 



On page 7 of the Amendment, we reference an "Appendix A." This Appendix was 
unintentionally not mailed with the Response. Accordingly, Applicants herewith provide 
Appendix A. 

CONCLUSION 

It is not believed that extensions of time or fees for net addition of claims are required 
beyond those that may otherwise be provided for in documents accompanying this paper. 
However, if additional extensions of time are necessary to prevent abandonment of this 
application, then such extensions of time are hereby petitioned under 37 C.F.R. § 1.136(a), and 
any fees required therefor (including fees for net addition of claims) are hereby authorized to be 
charged to our Deposit Account No. 1 1-0600. 



1 




Docket No.: 11220/129 



Respectfully submitted, 
KENYON & KENYON 

Date: <3/M/q3 ^AM2^JlLC^O^ 

Teresa Lavenue 
(Reg. No. 47,737 ) 

1500 K Street, N.W. 
Washington, D.C. 20005 
Telephone: (202) 220-4200 
Facsimile: (202) 220-4201 



2 



APPENDIX A 



To further cement the fact that one of ordinary skill in the art would readily accept the 
suitability of j3-actin as an internal control gene, Applicant herewith provides a list of dozens of 
her peer-reviewed studies reporting the successful use of f3~actin in a large variety of gene 
expression and tissue applications. 

1. Volkenandt, M., Dicker, A.P., Banerjee, D., Fanin, R., Schweitzer, B., Horikoshi, T., 
Danenberg, K., Danenberg, P. and Bertino, J.R. Quantitation of gene copy number and 
mRNA using the polymerase chain reaction. Proc. Soc. Exp. Biol. Med., 200: 1-6, 1992. 

2. Kan-Mitchell, J., Liggett, P., Taylor, C, Rao, R., Granada, E., Danenberg, K.D., White, 
W.L., van Zaneldik, L., Horikoshi, T. and Danenberg, P.V. Differential S-100B 
expression in choroidal and skin melanomas. Invest. Ophthalmol. Vis. Sci. 34: 
3366-3375, 1993. 

3. Schmittgen, T.D., Danenberg, K.D., Horikoshi, T., Lenz, H.-J. and Danenberg, P.V. 
Effect of 5-fluoro- and 5-bromouracil substitution on the translation of human 
thymidylate synthase mRNA. J. Biol Chem., 269: 16269-16275, 1994. 

4. Lenz, H.-J., Danenberg, K., Schnieders, B., Goeker, E., Peters, GJ., Garrow, T., Shane, 
B., Bertino, J.R. and Danenberg, P.V. Quantitative analysis of folylpolyglutamate 
synthetase gene expression in tumor tissues by the polymerase chain reaction: Marked 
variation of expression among leukemia patients. Oncology Res., 6: 329-335, 1994. 

5. Lenz, H.-J., Hill, C, Danenberg, K.D., Leichman, L.L., Priest, D.G. and Danenberg, P.V. 
Rapid quantitative PCR for determination of relative gene expressions in tissue 
specimens. PCR Methods Applic, 4: 305-309, 1995. 

6. Johnston, P.G., Lenz, H.-J., Leichman, C.G., Danenberg, K.D., Allegra, C.J., Danenberg, 
P.V. and Leichman, L. Thymidylate synthase gene and protein expression correlate and 
are associated with response to 5-fluorouracil in human colorectal and gastric tumors. 
Cancer Res., 55: 1407-1412, 1995. 

7. Link, K.H., Kornmann, M , Lenz, H.J., Butzer, U., Pillasch, J., Safi, F., Gansauge, R, 
Danenberg, K.D., Danenberg, P.V. and Beger, H.G. Response prediction in hepatic artery 
infusion with fluoropyrimidines using cell culture and thymidylate synthase quantitation. 
Reg. Cancer Treat., 8: 115-121, 1995. 

8. Leichman, L., Lenz, H.-J., Leichman, C.G., Groshen, S., Danenberg, K., Baranda, J., 
Spears, CP., Boswell, W., Silberman, H., Ortega, A., Stain, S., Beart, R. and Danenberg, 
P. Quantitation of intratumoral thymidylate synthase expression predicts for resistance to 
protracted infusion of 5-fluorouracil and weekly leucovorin in disseminated colorectal 
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cancers: Preliminary report from an ongoing trial. Eur. J. Cancer., 31 A: 1306-1310, 1995. 

9. Lenz, HJ., Leichman, C.G., Danenberg, K.D., Danenberg, P.V., Groshen, S., Cohen, H., 
Laine, L., Crookes, P., Silberman, H., Baranda, J., Garcia, Y., Li, J. and Leichman, L. 
Thymidylate synthase mRNA levels in adenocarcinoma of the stomach: A predictor for 
primary tumor response and overall survival. X Clin. Oncol., 14:176-182, 1996. 

10. Kornmann, M., Link, K.H., Lenz, H.-L, Pillasch, J., Butzer, U., Leder, G., Weindel, M., 
Safi, F., Metzger, R., Danenberg, K.D., Beger, H.G. and Danenberg, P.V. Quantitation of 
intratumoral thymidylate synthase predicts response and resistance to hepatic artery 
infusion with fluoropyrimdines in patients with colorectal liver metastases. Cancer Lett., 
118:29-35, 1997. 

11. Leichman, C.G., Lenz, H.-J., Leichman, L., Danenberg, K., Baranda, J., Groshen, S., 
Boswell, W., Metzger, R., Tan, M. and Danenberg. P.V. Quantitation of intratumoral 
thymidylate synthase expression predicts for disseminated colorectal cancer response and 
resistance to protracted infusion 5-fluorouracil and weekly leucovorin. J. Clin Oncol., 15: 
3223-3229, 1997. 

12. Metzger, R., Leichman, C.G., Danenberg, K.D., Danenberg, P.V., Lenz, H. J., Hayashi, 
K., Groshen, S., Salonga, D., Cohen, H., Laine, L., Crookes, P., Silberman, H., Baranda, 
J., Konda, B. and Leichman, L. ERCC1 mRNA levels complement TS mRNA levels in 
predicting response and surival for gastric cancer patients receiving combination cisplatin 
and 5-fluorouracil chemotherapy. J. Clin. Oncol., 16: 309-316, 1998. 

13. Gorlick, R., Metzger, R., Danenberg, K.D., Salonga, D., Miles, J.S., Longo, G.SA., Fu, 
J,, Banerjee, D., Klimstra, D., Jhanwar, S., Danenberg, P.V., Kemeny, N., and Bertino, 
J.R. Higher levels of thymidylate synthase gene expression are observed in pulmonary as 
compared to heaptic metastases of colorectal adenocarcinoma. J. Clin. Oncol., 
16:1465-1469, 1998. 

14. Lenz, H.-L, Danenberg, K.D., Leichman, C.G., Florentine, B., Johnston, P.G., Groshen, 
S., Danenberg, P.V. and Leichman, L.P. p53 and thymidylate synthase expression in 
untreated stage II colon cancer: Associations with recurrence, survival and site. Clin. 
Cancer Res., 4: 1227-1235, 1998. 

15. Lenz, H.J., Hayashi, K., Metzger, R., Danenberg, K., Salonga, D., Banerjee, D., Bertino, 
J.R., Groshen, S., Leichman, L.P. , Danenberg, P.V. and Leichman, C.G. p53 point 
mutations and thymidylate synthase mRNA levels in disseminated colorectal cancer: an 
analysis of response and survival. Clin. Cancer Res., 4:1243-1251, 1998. 

16. Avramis, V.L, Nandy, P., Kwock, R., Solorzano, M.M., Mukherjee, S.K., Danenberg, P. 
and Cohen, L. Increased p21/WAF- l and p53 protein levels following sequential three 
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drug combination regimen of Fludarabine, Cytarabine and Docetaxel induces apoptosis in 
human leukemia cells. Anticancer Res., 18:2327-2338, 1998. 

17. Metzger,R., Danenberg,K.D.,Leichman,C.G., Salonga,D., Schwartz, EX., Wadler, S. 
Lenz,H.-J., Groshen 5 S., Leichman, L. and Danenberg, P.V. High basal level gene 
expression of thymidine phosphorylase (platelet-derived endothelial cell growth factor) in 
colorectal tumors is associated with non-response to 5-fluorouracil, Clin. Cancer Res., 
4:2371-2376,1998. 

18. Eads, C.A., Danenberg, K.D., Kawakami, K., Saltz, L., Danenberg, P.V. and Laird, P.W. 
CpG island hypermethylation in human colorectal tumors is not associated with DNA 
methyltransferase overexpression. Cancer Res., 59:2302-2306, 1999. 

19. Kornmann, M., Danenberg, K.D., Arber, N., Beger, H.G., Danenberg P.V. and Korc, M. 
Inhibition of cyclin Dl expression in human pancreatic cancer cells is associated with 
increased chemosensitivity and decreased expression of multiple chemoresistance genes. 
Cancer Res , 59:3505-3511, 1999. 

20. Lord, R.V., Salonga, D., Danenberg, K.D., Peters, J.H., Kiyabu, M., Park J.M. and 
Danenberg, P.V. Telomerase reverse transcriptase expression is increased early in the 
Barrett's metaplasia-dysplasia-adenocarcinoma sequence. J. Gastrointest. Surg. 
4:135-142,2000. 

21 . Sirotnak, F.M., Danenberg, K.D., Chen, J., Fritz, F. and Danenberg PV. Markedly 
decreased binding of vincristine to tubulin in vinca alkaloid-resistant Chinese hamster 
cells is associated with selective overexpression of alpha and beta tubulin isoforms. 
Biochemical & Biophysical Research Communications. 269:21-4, 2000. 

22. Eads, C.A., Danenberg, K.D., Kawakami, K., Saltz, L.B., Blake, C, Shibata, D., 
Danenberg, P.V. and Laird PW. MethyLight: a high-throughput assay to measure DNA 
methylation. Nucleic Acids Research. 28 :E32, 2000. 

23. Salonga, D., Danenberg, K.D., Johnson, M., Metzger, R., Groshen, S., Tsao-Wei, D.D., 
Lenz, H.-J., Leichman, C.G., Leichman, L., Diasio, R.B. and Danenberg, P.V. Colorectal 
Tumors Responding to 5-Fluorouracil Have Low Gene Expression Levels of 
Dihydropyrimidine Dehydrogenase, Thymidylate Synthase and Thymidine 
Phosphorylase. Clin Cancer Res., 6:1322-1327, 2000. 

24. Banerjee, D., Gorlick, R., Liefshitz, A., Danenberg, K., Danenberg, P.C., Danenberg, 
P.V., Klimstra, D,, Jhanwar, S., Cordon-Cardo, C, Fong, Y., Kemeny, N. and Bertino, 
J.R. Levels of E2F- 1 expression are higher in lung metastasis of colon cancer as 
compared with hepatic metastasis and correlate with levels of thymidylate synthase. 
Cancer Res., 60:2365-2368, 2000. 
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25. Link, K.H., Kornmann, M., Butzer, U., Leder, G., Sunelaitis, E., Pillasch, J., Salonga, D., 
Danenberg, K.D., Danenberg, P.V. and Beger, H.G. Thymidylate synthase quantitation 
and in vitro chemosensitivity testing predicts response and survival of patients receiving 
hepatic artery infusion chemotherapy. Cancer, 89:288-296, 2000. 

26. Kawakami, K., Brabender, J. Lord, R.V., Greenwald, B.D., Krasna, M.K., Yin, J., 
Fleisher, S,A., Abraham, J.M., Beer, D.G., Sidransky, D., Huss, H.T., Eads, C, Laird, 
P.W., DeMeester, T.R., Ilson, D.H., Kelsen, D.P., Harpole, D., Moore, M.B., Danenberg, 
K.D., Danenberg, P.V. and Meltzer, S. J. Hypermethylated APC DNA in serum is an 
independent predictor of prognosis in patients with esophageal adenocarcinoma. JNCI, 
92:1805-11,2000 

27. Eads, C., Lord, R.V., Kurumboor, S.K., Wickramasinghe, K., Skinner, MX., Long, T.L, 
Peters, J.R, DeMeester, T.R., Danenberg, K.D., Danenberg, P.V., Laird, P.W., and 
Skinner, K. A. Fields of aberrant CpG island hypermethylation in Barrett's esophagus and 
associated adenocarcinoma. Cancer Res., 60:5021-5026,2000. 

28. Brabender, J., Metzger, R., Danenberg, K.D., Schneider, P.M., Lord, R.V., Uetake, H., 
Kawakami, k., Park, J.M., Peters, JJHL, DeMeester, T.R., Hoelscher, A.H. and Danenberg, 
P.V. Upregulation of ornithine decarboxylase mRNA expression in the Barrett's 
esophagus-adenocarcinoma sequence. J. Gastrointest Surg., 5:174-81, 2001. 

29. Lord, R.V.N., Tsai, P.L, Danenberg, K., et al. Increase in Retinoic Acid Receptor-a 
Expression and Decrease in Retinoic Acid Receptor-g Expression in the Barrett's 
Intestinal Metaplasia, Dysplasia, Adenocarcinoma Sequence. Surgery 129:267-76, 2001. 

30. Gan, Y., Mo, Y., Kalns, J.E., Lu, J., Danenberg, K., Danenberg, P., Wientjes, M.G. and 
Au, L L.-S. Expression of DT-diaphorase and cytochrome P450 reductase correlates with 
mitomycin C activity in human bladder tumors. Clin. Cancer Res., 7:1313-1319, 2001 

31 . Grem JL. Danenberg KD. Behan K. Parr A. Young L. Danenberg PV. Nguyen D. Drake 
J. Monks A. Allegra CJ. Thymidine kinase, thymidylate synthase, and dihydropyrimidine 
dehydrogenase profiles of cell lines of the National Cancer Institute's Anticancer Drug 
Screen. Clinical Cancer Research. 7:999-1009, 2001 

32. Formenti, S., Felix, J., Salonga, D., Danenberg, K., Pike, M.C. and Danenberg, P. 
Expression of metastases-associated genes in cervical cancers resected in the proliferative 
and secretory phases of the menstrual cycle, Clin. Cancer Res., 6:4653-7, 2001 . 

33. Brabender, J., Danenberg, K.D., Metzger, R., Schneider, P.M., Park, J.M., Uetake, H. 
Kawakami, K., Salonga, D., Stoltzing, O., Holscher, A.H. and Danenberg, P.V. APC gene 
promoter methylation in non-small cell lung cancer is associated with APC gene 
expression and with survival. Oncogene, 20:3528-32, 2001 
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34. Brabender, J., Danenberg, K., Metzger, R., Schneider P.M., Park, J.-M., Salonga, D., 
Shirota, Y., Holscher, A. and Danenberg, P. V. Epidermal growth factor receptor and 
HER2^neu mRNA expression in non-small cell lung cancer: association with survival. 
Clin Cancer Res., in press, 2001 . 

35. Brabender, J., Lord, R.V., Danenberg, K.D., Metzger, R., Schneider, P.M., Park J.M., 
Salonga, D., Uetake, H., Kawakami, K. ? Peters, J.H., DeMeester, T.R., Holscher, A.F. 
and Danenberg, P.V. Increase of c-myb mRNA expression in Barrett's esophagus and 
Barrett's-associated adenocarcinoma. Journal of Surgical Research. 99:301-6, 2001. 

36. Kawakami, K. ? Salonga, D., Park, J.M., Danenberg, K.D., Uetake, H., Brabender, J., 
Omura, K., Watanabe, G., and Danenberg, P.V. Different Lengths of a Polymorphic 
Repeat Sequence in the Thymidylate Synthase Gene Affect Translational Efficiency but 
not its Gene Expression. Clin. Cancer Res. 7:4096-101, 2001 

37. Shirota Y. Stoehhnacher J. Brabender J. Xiong YP. Uetake H. Danenberg KD. Groshen 
S. Tsao-Wei DD. Danenberg PV. Lenz HJ. ERCC1 and thymidylate synthase mRNA 
levels predict survival for colorectal cancer patients receiving combination oxaliplatin 
and fluorouracil chemotherapy.] Journal of Clinical Oncology. 19:4298-304, 2001 

38. Usadel, H., Brabender, J., Danenberg, K.D., Jeronimo, C, Harden, S., Engles, J., 
Danenberg, P.V., Yang, S. and Sidransky, D. Quantitative adenomatous polyposis coli 
promoter methylation analysis in tumor tissue, serum, and plasma DNA of patients wth 
lung cancer. Cancer Res., 62:371-375, 2002. 

39. Grem, J.L., Danenberg, K.D., Kao, V., Danenberg, P.V. and Nguyen, D. Biochemical and 
molecular effects of UCN-01 in combination with 5-fluorodeoxyuridine in A43 1 human 
epidermoid cancer cells. Anti-Cancer Drugs, 13:259-270, 2002. 

40. Formenti SC, Spicer D, Skinner K, Cohen D, Groshen S, Bettini A, Naritoku W, Press M, 
Salonga D, Tsao-Wei D, Danenberg K, Danenberg P. Low HER2/neu gene expression is 
associated with pathological response to concurrent paclitaxel and radiation therapy in 
locally advanced breast cancer. Int. J. Radiat. Oncol. Biol. Phys., 52:397-405,2002. 

41. Brabender, J., Park, J., Metzger, R., Schneider, P.M., Lord, R.V., Holscher, A.H., 
Danenberg, K.D. and Danenberg PV. Prognostic significance of cyclooxygenase-2 
mRNA expression in non-small cell lung cancer. Annals of Surgery. 235 :440-443, 2002, 

42. Lord, R.VJNL, Brabender, J., Gandara, D., Alberola, V., Camps, C, Domine, M., 
Cardenal, F., Sanchez, J.M., Gumerlock, P.H., Taron, M., Sanchez, J.M., Danenberg, 
K.D., Danenberg, P.V. and Rosell, R. Low ERCC1 expression correlates with prolonged 
survival after cisplatin plus gemcitabine chemotherapy in non-small cell lung cancer. Clin 
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Cancer Res., 8:2286-2291, 2002. 

43. Brabender, J., Danenberg, K.D.;, Metzger, R, ? Scheider, P.M., Lord, R.V., Groshen, S., 
Tsao-Wei, D.D., Park, J.M., Salonga, D., Holscher, A., and Danenberg, P.V. The role of 
retinoid X receptor mRNA expression in curatively resected non-small cell lung cancer. 
Clin. Cancer Res. In press, 2002. 

44. Brabender, J., Lord, R.V., Wickramasinghe, K., Metzger, R., Schneider, P.M., Park, 
J.-M., Holscher, A., DeMeester, T., Danenberg, K.D., and Danenberg, P.V. Glutathione 
S-transferase-pi expression is downregulated in patients with Barrett's esophagus and 
esophageal adenocarcinoma. J. Gastrointest. Surg. In press, 2002. 

45. Farrugia, D.C., Ford, H.E.R., Cunningham, D„ Danenberg, K., Danenberg, P.V., 
Brabender, J., Mc Vicar, A.D., Aherne, G.W., Hardcastle, A., McCarthy, K.and Jackman, 
A.L. Thymidylate Synthase Expression in Advanced Colorectal Cancer Predicts for 
Response to Raltitrexed ('Tomudex™'). Clin. Cancer Res., in press, 2002. 
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